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Executive Summary   

The Division of Epidemiology (DEPI), Office of Surveillance and Biometrics (OSB), in the 
Center for Devices and Radiological Health (CDRH), believed that it was important to have an 
open dialogue with those directly or indirectly involved in collecting and analyzing data relevant 
to estimating medical device use and risk and in communicating risk to target populations as it 
relates to post-approval studies (PAS). 

Accordingly, CDRH/OSB/DEPI hosted a two-day public workshop entitled “Implementation of 
Post-Approval Studies for Medical Devices.”  The workshop was held June 4-5, 2009 at FDA’s 
conference center at Silver Spring, Maryland. The workshop was designed to engage industry 
and other stakeholders on topics related to the successful implementation of PAS. 

The workshop brought together a diverse group of participants from various organizations 
including manufacturers, regulators, scientists, and administrators to exchange ideas focused on 
learning and improvement of implementation strategies for PAS.  The workshop was attended by 
131 participants.  An additional 42 people participated via a webcast. 

In the morning of day 1 of the workshop, there were two sessions, the first on “Challenges in 
Patient Recruitment and Retention in Post-Approval Studies” and the second on “Further 
Considerations in Implementing Post-Approval Studies.”  Short presentations were given by 
industry, Contract Research Organization (CRO) representatives, clinical trial consultants, and 
government representatives.  The speakers provided their prospective on topics including the 
patient perspective on participating in clinical trials, site issues related to recruitment and 
retention, and IRB considerations in implementing PAS. 

In the afternoon of day 1 of the workshop, attendees participated in break-out-sessions designed 
to encourage all attendees to present their views on barriers and opportunities for the recruitment 
and retention of participants in PAS. 

Day 2 of the workshop consisted of discussing the critical issues identified and the highlights of 
the each of the breakout group sessions from day 1. 

Day 2 of the workshop also included a panel discussion that focused on identifying priorities and 
next steps. Panelists from industry, NIH, and FDA’s Office of Device Evaluation (ODE), Office 
of Compliance, and OSB answered audience questions, which included applying the “Total 
Product Life Cycle” approach to evaluating device performance, issues related to obtaining IRB 
approvals, and methodological approaches to address relevant postmarket and public health 
questions. 
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I.	 Background  
  

One of CDRH’s most important roles in carrying out its public health mission is to monitor and 
evaluate the safety and effectiveness of medical devices postmarket.  Within CDRH, OSB is 
charged with implementing programs and surveillance activities to monitor the safety and 
effectiveness of medical devices approved for marketing or already commercially in use.   

One particular program under the purview of OSB is the PAS program.  In January 2005, 
responsibility for oversight of PAS program was officially transferred from ODE to OSB.  A 
PAS is a postmarket clinical study designed to gather specific information to address precise 
study objectives about an approved medical device.  More specifically, evaluation of premarket 
approval applications (PMAs) involves CDRH evaluating the premarket information to reach a 
final decision on whether a product can be approved for marketing.  To help assure the continued 
safety and effectiveness of an approved device, CDRH may require the sponsor to conduct a 
PAS as a condition of approval of their PMA under 21 CFR 814.82(a)(2), which states:  

“Post-approval requirements may include as a condition to approval of the device: 
Continuing evaluation and periodic reporting on the safety, effectiveness, and reliability 
of the device for its intended use. FDA will state in the PMA approval order the reason or 
purpose for such requirement and the number of patients to be evaluated and the reports 
required to be submitted.” 

For a PAS to be most effective, they must be well-designed, scientifically sound, meaningful and 
feasible, and they must provide complete and timely information.  CDRH believed that it was 
important to have an open dialogue with those directly or indirectly involved in collecting and 
analyzing data relevant to estimating medical device use and risk and in communicating risk to 
target populations. The workshop was designed to engage industry and other stakeholders on 
topics related to PAS. 

Accordingly, CDRH/OSB/DEPI hosted a two-day public workshop entitled “Implementation of 
Post-Approval Studies for Medical Devices.”  The workshop was held June 4-5, 2009 at FDA’s 
conference center at Silver Spring, Maryland. The agenda of the meeting is presented in 
Attachment A.  The workshop was designed to engage industry and other stakeholders on topics 
related to the successful implementation of PAS. 

The workshop brought together a diverse group of participants from various organizations 
including manufacturers, regulators, scientists, and administrators to exchange ideas focused on 
learning and improvement of implementation strategies for PAS.  The workshop was attended by 
131 participants.  An additional 42 people participated via a webcast. 
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II. Process  
  
The Implementation of Post-Approval Studies for Medical Devices workshop was developed as 
follow-up to the PAS Meeting on May 10-11, 2007.   The notice for the workshop was published 
in the Federal Register on May 6, 2009 (Attachment B), and information on the on workshop 
was also made available on the FDA website at 
http://www.fda.gov/MedicalDevices/NewsEvents/WorkshopsConferences/default.htm. 

Holding these meetings is consistent with Section 406(b) of the Food and Drug Administration 
Modernization Act, which charges FDA with consulting with “appropriate scientific and 
academic experts, health care professionals, representatives of patient and advocacy groups and 
the regulatory industry” when developing its plans for statutory compliance with the law.  CDRH 
does not seek advice or consensus at such meetings, but the staff looks for opinions from invited 
individuals on an ad hoc basis.  Once CDRH develops its specific plans regarding the monitoring 
of medical devices, it will seek to obtain broad public input on this issue. 

Specific planning for the meetings was conducted by Social and Scientific Systems.  
Organizations and individuals known to have a professional interest and expertise in the 
implementation of PAS were invited to participate in the workshop.  Names of potential speakers 
and panelists representing industry were identified by AdvaMed.  An invitation letter was sent to 
speakers and panelists (Attachment C).   

The list of attendees at the meeting can be found in Attachment D and those who participated by 
phone can be found in Attachment E. 

III. Summary of Meeting  
  

A. Opening Remarks  

Opening remarks for the Implementation of Post-Approval Studies for Medical Devices 
workshop were given by: Dr Dan Schulz, Director, CDRH; Dr. Markham Luke, Deputy 
Director, Office of Device Evaluation; and Dr. Susan Gardner, Director, OSB.  Participants were 
welcomed and encouraged to share their opinions and expertise.  Dr. Gardner discussed the FDA 
as a public health agency. She quoted a soon to be published commentary by Drs. Margaret 
Hamburg and Joshua Sharfstein. 

“The FDA must make difficult decisions in the absence of ideal information.  For medical 
products, the FDA Amendments Act of 2007 strengthened the agency's ability to place 
restrictions on the use of medications at the time of approval while requiring that additional 
safety data be gathered. These tools allow the FDA opportunities to change the regulatory 
oversight of products as they move from limited use in clinical trials to adoption in the 
medical system.  The ability to detect and act on safety signals quickly can give an additional 
layer of confidence to support earlier approval of important medications. Transparency is a 
potent element of a successful strategy to enhance the work of the FDA and its credibility 
with the public. When ever possible, the FDA should provide the data on which it bases its 
regulatory decisions and other guidance and explain its decision-making process to the 
public. “ 
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B. Workshop Goals  

Dr. Danica Marinac-Dabic, Director, DEPI, discussed the workshop goals.  The purpose of the 
public workshop was to facilitate discussion among FDA and other interested parties on issues 
related to the conduct of PAS for medical devices.   

It was CDRH’s desire to ensure that there is an ongoing, open dialogue between CDRH, 
industry, and other stakeholders regarding the success of the PAS program.  The workshop gave 
the opportunity for participants to identify best practices, and identify opportunities for 
improvement.  There was an opportunity for FDA to hear from industry and for CDRH to 
present their current thinking on the implementation of PAS. 

The goal of this two-day workshop was to create a constructive and productive dialogue that 
would benefit the public health through higher quality PAS. 

  
C. Challenges in Patient Recruitment and Retention  
  
In the morning of day 1 of the workshop, there were two sessions; the first session was on 
challenges in patient recruitment and retention in PAS.”  Short presentations were given by 
industry, Contract Research Organization (CRO) representatives, clinical trial consultants, and 
government representatives.  The speakers provided their prospective on topics including the 
patient perspective on participating in clinical trials, site issues related to recruitment and 
retention, and IRB considerations in implementing PAS.  The presentations and spearker bios are 
include in Appendices F and G, respectively. Below are some of the key points made by each of 
the speakers.  Please refer to the presentations for more details.   

Todd Fonseca of Medtronic presented the industry perspective on patient recruitment.    

•	 The highest recruitment rates in PAS are seen in studies where the design is align with 
standard practice. Deviations from standard practice may make it more difficult to recruit 
patients. 

•	 The further from standard practice, the higher the potential impact on recruitment.  The 
key issues that may impact recruitment include: 

o	 Potential that participants may be randomization to control group 

o	 Frequency of follow-up may be a disincentive.  In clinical practice, some 
therapies do not require any follow-up procedures or assessments as a part of 
standard practice. 

•	 There may be little or no incentive for patients to participate in PAS.  There needs to be 
an incentive for patients to take on additional burden of procedures or in some cases wait 
for treatment when they can receive device commercially. 

•	 There also may be a lack of interest from clinicians to enroll patients in PAS. 

•	 There also is confusion about PAS from payor and IRBs.  There needs to be clear 

guidance to IRBs and payor on product status. 
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•	 In addition, there is concern form industry that the cost of funding a PAS will be greater 
that the revenue generated by the product. 

Danica Marinac-Dabic from the FDA, discussed challenges, and opportunities related to  
PAS for medical devices.   

•	 There have been several improvements in PAS.  The FDA PAS website 
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/PMA_pas.cfm) allows for the 
tracking of PAS elements, including the study status. 

•	 CDRH believes that PAS need to be meaningful and answer specific research questions 
and that industry, health professionals, and consumers all have an interest in knowing 
how these products perform in the real world.  

•	 Participants were reminded that PAS are ordered as a condition of approval for a variety 
of reasons, such as: 

o	 gathering postmarket performance data that were not obtained during the 
premarket review process 

o	 Longer-term performance including effects of re-treatments and product changes 

o	 Real-world device performance in a broader population of patients and clinicians 

o	 Evaluation of the effectiveness of training programs 

o	 Studying devices in diverse populations and evaluate sub-group performance 

o	 Evaluation of the safety and effectiveness outcomes of concern  

o	 Balancing premarket burdens and learning from previous device for next 
generation devices. 

•	 The major goals of the PAS program transformation were to enhance the scientific rigor 
of PAS, establish accountability for PAS commitments, and to increase transparency with 
the public. 

•	 The vision for the post-approval study program includes: 

o	 Ensuring that important postmarket questions are addressed  

o	 That studies are founded on good science, are timely and provide useful results  

o	 That existing external databases infrastructure are explored and utilized when 
appropriate 

o	 That stakeholders are kept apprised of status of PAS 

o	 collaboration is stressed throughout the product life cycle. 
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Christine K. Pierre of RxTrials, Inc. presented the site perspective on patient recruitment. 

•	 She presented information from Site Solutions Summit Survey 2009, which surveyed 
investigators on participating PAS. The survey indicated that: 

o	 Investigators felt there was a decrease return on  investment for participating in 
these studies 

o	 There was diminished scientific interest in PAS compared to pre-market trials 

o	 That investigators felt that sites were selected by marketing division versus the 
research division and that they were told this is a “prelude” to getting “more 
studies” 

o	 In some cases, participating in the study was the only way to get paid for the use 
of the product 

o	 Some novice investigators participated in PAS to build their CV for future 
research 

o	 That some investigators felt PAS were a filler until “real studies” become 
available. 

•	 She also stated that the site and investigator’s interest has a large impact on patient 
recruitment.  In a recent survey, only 7% patients reported that they have ever been 
suggested by their doctors that they participate in studies. 

David Rutledge of Abbott Vascular presented the industry perspective on patient retention. 

•	 General Issues Related to PAS 

o	 For both IDE trials and PAS, it is important to have quality sites and trained staff. 

o	 Infrastructure needed is needed for a successful site.  The infrastructure needed varies 
by number of cases involved. 

o	 There must be a budget in place for the study.  If this is a research, companies should 
pay. 

o	 It is unclear how much monitoring should be done of PAS.  Guidance is needed on 
what level of monitoring is appropriate. 

o	 There is currently a great pressure to outsource the conduct of studies. 

•	 Patient Retention 

o	 To improve patient retention protocol should have an extended visit window, to 
minimize protocol deviations and have follow-up correspond with standard of care 
visits, if available. 

o	 To make it easier to reach participants, sites should obtain multiple contact numbers 
from patients. 

o	 A panel discussion on patient retention could be included as part of the 

Investigator/Coordinator meetings. 
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o	 Investigators should emphasize the additional benefits to patients of being in the 
study (more visits/calls, personal attention).  Make patients aware of any 
compensation that is available for participating in the study. 

o	 Investigators/Coordinators should demonstrate the value of their participation.  This 
could include things such as providing information patients needs that may not be 
related to the study. 

o	 Schedule alternative clinics for follow-up of study patients, making it more 
convenient for them to make the scheduled visits. 

•	 Site Selection and Performance 

o	 Increase payment to a site may not improve a site’s performance. 

o	 Sponsors should ask for long term follow-up rates from pervious studies in evaluating 
potential sites past experience and what other trials the site is conducting. 

o	 Performance-based program may lead to better performance.  This could include 
rewarding coordinators. One should not underestimate of focusing on coordinators.  
This could include forming a coordinator network and having regular teleconference 
with coordinator and investigators. 

Nancy Dianis, of Westat presented the Contract Research Organization (CRO) perspective  
on patient retention.  She outlined three guiding principals for participant retention. 

•	 Reducing the barriers to participation by selecting study sites and hours that are 
convenient to patients. Reimbursement for expenses such as travel and dependent care 
reduce the financial barrier to participation. 

•	 Inspiring participation can mean gearing the recruitment and retention message for a 
specific gender, age, culture, or disease. 

•	 Having good first response increases the likelihood of long term retention.  An active 
follow-up system with current accurate contact information that utilizes tracking systems 
can maximize retention rates. 

Paul Goebel, Paul W. Goebel Consulting Inc discussed IRB considerations in implementing  
PAS. 

•	 The current guidance on PAS does not mention IRBs.  It would be very helpful to have a 
guidance document from FDA that addresses IRB issues related to the conduct of PAS. 

•	 IRBs need to have clear definition of PAS.  IRBs need to know that PAS are not 
conducted under the IDE regulation since, by definition, the device in a PAS has already 
been approved for marketing by PMA 

•	 The information required for IRB is not outlined in the approval order.  If a device is 
approved for use, it would be helpful if could provide additional information that would 
be helpful to the IRB in its review. It would help IRBs to know what FDA’s concerns 
about requiring a PAS. 
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•	 The use of centralized IRB may decrease the start up time needed for PAS.  They should 
be considered when possible. 

  
D. Other Considerations in Implementing Post-Approval Studies  

In the afternoon of day 1 of the workshop, the sessions on “Further Considerations in 
Implementing Post-Approval Studies”  short presentations were given by industry, CRO 
representatives, clinical trial consultants, and government representatives.  The speakers 
provided their prospective on topics including site issues related to recruitment and retention, and 
legal considerations in implementing PAS.  The presentations and spearker bios are include in 
Appendixes F and G, respectively. Below are some of the key points made by each of the 
speakers. Please refer to the presentations for more details.   
  
Diane Simmons of the Center for Information and Study on Clinical Research  
Participation presented a summary of the current attitudes regarding on clinical research  
and what opportunities for improvement are available.  

•	 She indicate that research has shown that 70%-83% of Americans believe clinical 
research is ‘very important’ or ‘essential’ to advancing public health.  However, 42% of 
Americans distrust biopharmaceutical companies; only 14% believe they are ‘honest’ to 
public (similar rating for tobacco, oil & used car sales industry).  Only 31% of Americans 
believe the FDA is effective at ensuring public/patient safety and 25% of Americans 
believe that Principal Investigators (PI) and study staff are solely motivated by greed.  
This research shows that public trust is getting in the way of people recognizing and 
enrolling in clinical trials. 

  
•	 Public education and outreach impact not only long term awareness and support but also 

short term recruitment and enrollment rates.  A variety of organizations – patient 
advocacy groups, investigative sites, government agencies, sponsors, and CRO 
companies - are implementing a public service campaign and other public education and 
outreach initiatives. 

•	 Recruitment efforts should take advantage of the growing use of social networks and 
online listings/registries.  This includes commercial social networking sites (e.g., 
Facebook), social networking and registries through patient advocacy groups, and the 
clinical research volunteer community on www.medhero.org. 

•	 Outreach and education can address challenges in patient recruitment and retention. This 
could include: 
o	 PSAs 
o	 Media Outreach 
o	 Public Polls 
o	 Grassroots Education 
o	 Books 
o	 Brochures 
o	 DVDs 
o	 Newsletters 
o	 Website/Web Search Tool 
o	 Social Networks 
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o	 Community Building 
o	 Science Museums 
o	 High School & Middle School Initiatives. 

Steven Pashko of Global Late Phase Studies, Omnicare Clinical Research discussed  
recruitment of clinical sites for PAS.    

•	 The general site requirement should include, adequate and qualified clinical research staff 
available for the duration of the study, adequate procedures, facilities and equipment, the 
ability to recruit a specified number of subjects within the recruitment timeline, the 
ability to complete required documentation within a reasonable time frame, and a lack of 
competing studies that might thwart enrolment. 

•	 There are a number of sources available to identify potential sites, including medical 
directories, professional associations, research literature, and commercial databases. 
Sponsor’s listings of past investigator, and CRO investigator recruitment databases.  

•	 There are some common reasons that studies fail.  These include: 

o	 Designing a study that is infeasible 

o	 Recruiting sites that may not be able to conduct the study 

o	 Study death due to slow enrollment  

o	 Lack of timely start-up, which includes delays due to haggling about finances and 
legal wording in the contract 

o	 Non-administrative delays, such a IRB approval. 

John J. Smith of Hogan and Hartson, LLP, discussed legal consideration of PAS.  
  
•	 Legal Authority by which PAS can be imposed: 

o Section 513(a)(3)(C) of the Federal Food, Drug, and Cosmetic Act (FDC Act) (21 
U.S.C. § 360c(a)(3)(C)) 

o	 The Food and Drug Administration Modernization Act (FDAMA) 

o	 Post-approval requirements regulations at 21 C.F.R. § 814.82(a)   

•	 The PAS approval process. He stated that CDRH and sponsor should agree on protocol 
for post-approval study at the time of approval.  However, if no agreement can be 
reached prior to PMA approval, sponsor should submit the study protocol as a PMA 
supplement within 30 days of PMA approval. FDA is expected to act on and respond to 
the protocol submission within 60 calendar days of receipt.  If an agreement on a protocol 
cannot be reached, FDA may use its authority to order postmarket surveillance under 
section 522 of the act (21 U.S.C. § 360l; 21 C.F.R. Part 822). 

Solomon Iyasu, Director the CDER/OSE, discussed common considerations in  
implementing PAS in devices and drugs. 

•	 The limitations of the pre-market clinical trial safety evaluation. 
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•	 Sources of post-market safety data. 

•	 Key challenges of observation epidemiologic database studies. 

•	 Key challenges in using registry data. 

•	 The implication of FDAAA, the enhanced authorities regarding postmarket safety of 
drugs. 

  
E. Break-out Session   
  
In the afternoon of day 1, the workshop were broken into two group to discuss what discuss what 
was learn at the sessions and to identify what were the critical issues in implementing PAS.  
Breakout group 1 was led by Ellen Pinnow of CDRH and Libby Cerullo of  Stryker Spine. 
Group 2 was led by Daniel Canos of CDHR and Heidi Hinrichs of St. Jude Medical.  The groups 
met separately and discussed the questions on the list (Appendix H).  In the morning of day 2, a 
summary of discussions were presented by the combined group participants.  Below are the 
collective issues identified by the breakout groups. 

A discussion of factors that impact site recruitment. 

•	 Participants indicated that the level of interested in the product plays a large role in the 
interest of a site participating in a PAS. 

•	 The market position of a device may impact if sites are willing or able to participate in a 
PAS for a particular device. A PAS for a device may be competing with novel 
technology or other studies enrolling the same patient population. 

•	 There was a discussion of how to create interest in participating in PAS.  There is 
additional work of having to complete case report forms.  Sites are also following a 
protocol and standard of care consideration.  Involving site investigators in publications 
may be a strategy to increase interest. 

•	 It was suggest that interest in PAS may be increased by incorporating site specific 

research interest into the PAS. 


•	 There may be more interest in participating in PAS if they studies provided class I 
evidence to support reimbursement 

•	 Industry representatives were also concerned about the cost of conducting PAS and the 
return on investment for these studies 

A discussion of IRB issues and opportunities. 

•	 Participants indicated that increased distribution and visibility of CDRH’s IRB letter 
would help in increasing awareness of IRB requirements for PAS and possibly decrease 
the time to approval.  The content of this includes explanation on PAS and use of central 
of IRBs. 

•	 There is a need for outreach and education for IRBs regarding PAS. 
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•	 There is a needed for additional guidance for IRBs regarding review of PAS.  This could 
be done via websites that provide information on PAS targeting IRBs. 

•	 Participants indicated that it would be helpful to have an letter explaining reason and 
conditions of PAS created/approved along with PAS protocol that could be presented to 
the IRB. 

•	 The IRB need to assesss fair market value to ensure no coercion to participate in a study. 

•	 IRB requirements to disclose investigator financial relationships in informed consent 

•	 Participants emphasized that PAS can use a centralized IRB.  Use of a Centralized IRB is 
useful when a study has multiple sites. In many cases, centralized IRBs are more 
expeditious 

A discussion of patient recruitment. 

•	 To increase patient enrollment, a PAS should be designed with a with broad 
inclusion/exclusion criteria. There are some issues associated with having a all comers 
study. This includes the concern that including off-label use and patients with 
contraindications may be viewed as a compliance issue. 

•	 It was suggested that borrowing patients from the IDE study to support the PAS when 
possible. This includes borrowing patients from the PAS to support the long term follow-
up of the IDE study when possible. 

•	 Most important factor in patient recruitment is the research coordinator.  It is best to try 
to minimize the research staff turnover rate as training new staff is expensive and labor 
intensive. 

•	 Recruitment success is based on the site’s relationship with patient and gaining patient 
trust. 

•	 It was suggested that it would be helpful to have Public Service Announcements 
encouraging patients to participate in study.  This could include targeting messages for 
the expanded population. It would also be useful to have information on the web 
regarding PAS. 

A discussion of patient retention. 

•	 It was suggested that increases time windows for follow-up would increase patient 
retention rates. 

•	 There needs to be a clear definition of what is classified as lost to follow-up.  If a patient 
misses two visits in a row should they be considered lost to follow-up or is this an issue 
of non-compliance with study visits. 

•	 It is expected that there would be different retention rates for captive versus non-captive 
patients. One should consider the patient population when designing retention strategies. 
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• Keeping patients informed of study progress along the way also helps with retention.  
Sending birthday cards, newsletters, etc. help keep patients engaged in the study. 

  
F. Workshop Panel Discussion  

Robert Ciperson of CDRH moderated the workshop panel session on day 2.  The panel included 
FDA, NIH, consultants, and industry representatives.  The workshop panel included: 

• Danica Marinac-Dabic, OSB 
• Thomas Gross, OSB 
• Malvina Eydelman, ODE 
• Mark Melkerson, ODE 
• Bram Zuckerman, ODE 
• Michael Marcarelli, Office of Compliance (OC) 
• Michael Domanski, NIH/NHLBI 
• Paul Goebel, Goebel Consulting 
• Stan Harris, Wright Medical Technology 
• Jing Xie, Biomet Manufacturing.   

A list of the questions for the workshop panel discussion is included in Appendix I.   

The workshop panel members discussed the processes that are currently in place to identify 
issues that may be appropriately addressed in a PAS.  In addition, they made recommendation 
that would make study design negotiations between FDA and the sponsor more successful.  It 
was suggested by audience participants that it would be helpful to have a guidance from FDA on 
how to determine if a PAS is needed and what elements should be included in the PAS.  The 
workshop panel members agreed that FDA and the sponsor should determine the unanswered 
questions from IDE. In addition, there should be ongoing communication on the PAS between 
FDA and sponsor to address protocol modifications and practical issues encountered in the 
conduct of PAS. 

The workshop panel member discussed ways that CROs, professional societies, and industry 
could be involved in designing PAS.  The benefits of this involvement included the ability to 
identify data sources and employ innovative study designs.  They strongly encouraged creativity 
when identifying source data.  FDA encourages sponsors to leverage existing databases and 
consider Outside of US (OUS) data that can be used to support PAS. 

The workshop panel also discussed issues related to the quality of data available in PAS.  
Members of the panel representing industry indicated that there was a lack of standards on 
quality of data and on a lack of guidance on monitoring requirements.  FDA agreed that the 
current guidance document does not address monitoring requirements and that a guidance 
document on qualify of data and monitoring requirements is needed.  Currently, the level of 
monitoring is based on risk. 

Workshop participants also raised questions related to IRB considerations of implementing PAS.  
Participants would live to have a guidance document from FDA that addresses IRB issues related 
to the conduct of PAS. They also felt that it would be helpful if could provide additional 
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information that would be helpful to the IRB in its review.  It would help IRBs to know FDA’s 
concerns about requiring a PAS. 

Workshop participants also raised the issue that there is some questions if having a all comers 
study is a appropriate choice for a PAS.  There is concern that including off-label use and 
patients with contraindications may be viewed as a compliance issue. 
  
IV.  Conclusion of the Meeting  
  
CDRH staff expressed their gratitude for the comments of all the participants, as well as their 
intent to follow up with many of the suggestions and concerns raised at the meeting.  Issues 
identified included: 

•	 There is need to include a link to CDRH’s letter to IRBs on the PAS website. 

•	 There is a need for IRB education and guidance related to implementation of PAS. 

•	 There is a need for additional guidance on how to determine if a PAS is needed. 

•	 There is a need for additional guidance on data sources that can be used to conduct PAS. 

•	 There is a need for outreach to the clinicians and patients to increase awareness about 
PAS. 

  
V.  Accomplishments Following the Meeting  

•	 The link to CDRH’s letter to IRBs has been placed on the PAS website.  The link can be 
found at http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfPMA/pma_pas.cfm. 

•	 DEPI is in the process of drafting a Post-Approval Study Criteria document that will be 
made available to stakeholders upon completion.  

•	 DEPI has drafted a generic letter to investigators emphasizing the importance of 
compliance with scheduled follow-up visits.  This letter can be utilized by sponsor’s to 
highlight FDA’s commitment to well executed PAS and encourage site compliance.  A 
link to this letter has been placed on the PAS website. 

•	 DEPI has drafted a generic letter to participants emphasizing the importance of 
compliance with scheduled follow-up visits.  This letter can be utilized by clinical sites to 
encourage patient compliance.  A link to this letter has been placed on the PAS website. 

•	 DEPI held a workshop on Methodologies for Post-Approval Studies of Medical Devices.  
This workshop was held September 9-10, 2009 at the FDA White Oak Conference 
Center. 

•	 DEPI is in the process of planning future public workshops designed to gather 
information and provide guidance for stakeholders on methodology, data sources, and 
implementation strategies related to PAS.   
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o	 DEPI will hold a public workshop on April 30, 2010, focused on the development 
of the Medical Device Epidemiology Network (MDEpiNet).  The purpose of this 
workshop is to facilitate discussion among FDA and academic researchers with 
expertise in epidemiology and health service research on issues related to the 
methodology for studying medical device performance. 

o	 Additional workshops are in the planning phase.  This includes a workshops on 
methodology associated with PAS for diagnostic medical devices and 
considerations in planning and utilizing registries.  

VI. List of Attachments  
  
•	 ATTACHMENT A:  Agenda 

•	 ATTACHMENT B:  Federal Register Notice 

•	 ATTACHMENT C:  Invitation Letter for Speakers 

•	 ATTACHMENT D:  List of Attendees 

•	 ATTACHMENT E:  List of Webinar Participants  

•	 ATTACHMENT F:  Presentations 

•	 ATTACHMENT G:  Speaker Bios 

•	 ATTACHMENT H:  Breakout Session Questions 

•	 ATTACHMENT I:  Workshop Panel Questions 
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ATTACHMENT A:  Agenda  
  

Implementation of Post-Approval Studies for Medical Devices 
 
June 4-5, 2009 
 

FDA White Oak Conference Center 
 

Agenda  
Day 1 
  
8:00 am  Breakfast and Registration 

9:00 am  Welcome  
Daniel Schultz, MD, CDRH 

Susan Gardner, PhD, CDRH/OSB 

Markham Luke, MD, PhD, CDRH/ODE
 

9:15 am Workshop Goals 
Danica Marinac-Dabic, MD, Ph.D, CDRH/OSB/DEPI 

Challenges in Patient Recruitment and Retention:  
  Moderator: Cara Krulewitch, PhD, CDRH/OSB/DEPI  

9:30 am Industry Perspective on Patient Recruitment 
Todd Fonseca, Medtronics 

9:50 am Post-Approval Studies for Medical Devices: Challenges and Opportunities 
Danica Marinac-Dabic, MD, PhD, CDRH /OSB/DEPI  

10:10 am The Site Perspective on Patient Recruitment 
Christine K. Pierre, RN, RxTrials, Inc. 

10:30 am Question & Answer 

10:40 am  Coffee Break  
  
10:55 am Industry Perspective on Patient Retention  
  David Rutledge, PharmD, Abbott Vascular  

  
11:15 am  CRO Perspective on Patient Retention  

Nancy Dianis, RN, MS, Westat  
  
11:35 am   IRB Considerations in Implementing Post-Approval Studies   
  Paul Goebel, Paul W. Goebel Consulting Inc 
  
11:55 am Question & Answer 

12:05 pm  Lunch Discussion  
  
Further Considerations in Implementing Post-Approval Studies:   
  Moderator: Hesha Duggirala, PhD, CDRH/OSB/DEPI   
  
1:00 pm  Where are we now, Where do we go from here?   

Diane Simmons, Center for Information & Study on Clinical Research Participation 

1:15 pm  Recruitment of Clinical Sites for Post-Approval Studies   
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Steven Pashko, PhD, Global Late Phase Studies, Omnicare Clinical Research  
  
1:30 p m Legal Consideration of Post-Approval Studies 

John J. Smith, MD, JD, Hogan and Hartson, LLP 

1:45 pm Drugs and Devices: Common Considerations in Implementing Post-Approval Studies  
Solomon Iyasu, MD, PhD, CDER/OSE 

2:00 pm Question & Answer 

2:10 pm  Break  

2:20 pm Break-out-Sessions: Recruitment and Retention of Participants 

Session I Leaders:  Ellen Pinnow, MS, CDRH/OSB/DEPI and Libby Cerullo, Stryker Spine 
Session II Leaders: Daniel Canos MPH, CDRH/OSB/DEPI and Heidi Hinrichs, St. Jude 
Medical 

4:45 pm Summary of Day 1 
Danica Marinac-Dabic, MD, PhD, CDRH/OSB/DEPI 

Day 2  

8:00 am  Breakfast/Discussions  
  
9:00 am Summary of Break-out Session and Discussions: What have we learned: Identifying the 

critical issues   

Session I Leaders: Ellen Pinnow, MS, CDRH/OSB/DEPI and Libby Cerullo, Stryker Spine 

Session II Leaders: Daniel Canos MPH, CDRH/OSB/DEPI and Heidi Hinrichs, St. Jude 
Medical 

10:15 am  Break  

10:30 am  Panel Discussion: Where do we go from here: Identifying priorities and next steps 
Moderator:Robert Ciperson, MPH, CDRH/OSB 

Panelists: 

Jodi Akin, MSN, Edwards Lifesciences 

Malvina Eydelman, MD, CDRH/ODE/DONED  

Michael Domanski, MD, NIH/NHLBI  

Thomas Gross, MD, MPH, CDRH/OSB 

Stan Harris, Wright Medical Technology
 
Danica Marinac-Dabic, MD, Ph.D, CDRH/OSB/DEPI 

Michael Marcarelli, PharmD, MS, CDRH/OC/DBM 

Mark Melkerson, MS, CDRH/ODE/DSORD 

Jing Xie, PhD, Biomet Manufacturing Inc. 

Bram Zuckerman, MD, CDRH/ODE/DCD 


11:50 am  Summary Wrap-up 
Danica Marinac-Dabic, MD, PhD, CDRH/OSB/DEPI 

12 noon  End of Workshop  
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ATTACHMENT C:  Invitation Letter for Speakers  

May 6, 2009 

Dear 

FDA’s Center for Devices and Radiological Health (CDRH) is hosting a two-day public 
workshop entitled “Implementation of Post-Approval Studies for Medical Devices”. The 
workshop will be held June 4-5 at the FDA’s  Conference Center at Silver Spring Maryland. 

CDRH considers Post-Approval Studies (PAS) to be an important public health tool.  In order for 
PAS to be most effective, they must be well-designed, scientifically sound, meaningful and 
feasible, and they must provide complete and timely information.  CDRH believes it is crucial 
that industry is well informed and engaged in continuous dialogue regarding the post-approval 
studies. In addition, since the role of other public health partners is expanding as evident by a 
number of efforts external to CDRH that are directly or indirectly involved in collecting and 
analyzing data relevant to estimating medical device use and risk and in communicating risk to 
target populations, CDRH believes that they too need to be involved in dialogue. 

During the past several years CDRH has made a significant commitment to enhance the Post-
Approval Studies (PAS) Program.  The Division of Epidemiology at CDRH’s Office of 
Surveillance and Biometrics has assumed leadership of the Program to bring their unique 
expertise in the design of postmarket studies to the Program.  CDRH epidemiologists are 
working closely with their premarket colleagues to ensure that the potential for a post-approval 
study is recognized early in the review process. Then, if the application is approved, an 
effectively designed study will be ready for implementation.   

In addition to greater emphasis on proactive involvement and high-quality study design, CDRH 
has committed resources to a new automated tracking system that efficiently identifies the 
reporting status of all active post-approval studies.  This system represents CDRH’s 
determination to ensure that all post market commitments are fulfilled.  The status of every study 
is posted on this website so that all stakeholders are kept informed of their progress and potential 
problems. CDRH has also created a guidance document to explain these organizational and 
systemic changes to all stakeholders.   

It is the Center’s desire to ensure that there is an ongoing, open dialogue between CDRH, 
industry and other stakeholders regarding the success of the PAS Program.  This forum on Post 
Approval Studies will bring together representatives from various organizations including 
manufacturers, regulators, scientists, and administrators to exchange ideas focused on learning 
and improvement of implementation strategies for post-approval studies.  CDRH is committed to 
listening to its stakeholders, identifying and building on best practices, and seizing any 
opportunity for improvement.   

I would like to invite you to participate in this workshop event as a speaker on June _, 2009.  
Your participation will add great value to discussion and development of strategies to improve 
implementation of post-approval medical device studies. Date and time of your presentation is 
_______________________. Please register for the workshop by going online to 
https://medsun2.s-3.net/FDAPASWkshpJun09/. Travel costs for those coming from out of town 
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will be reimbursed and can be arranged by contacting Stephanie Zafonte at 1-800-859-9821 or 
by email at szafonte@s-3.com. Please direct any questions to Stephanie Zafonte as well. 

We hope you will join us for two days of constructive and productive dialogue that will, if 
successful, benefit the public health through higher quality Post Approval Studies. 

Sincerely, 
Danica Marinac-Dabic, MD, PhD 
Director, Division of Epidemiology 
Office of Surviellence and Biometrics 
Center for Device and Radiologic Health 
Food and Ddrug Administration 
1350 Piccard Drive, Rockville MD 20850 
danica.marinac-dabic@fda.hhs.gov 
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ATTACHMENT D:  List of Attendees 
 
  
George Aggrey  
Staff Fellow, Medical Officer 
FDA/CDRH/OSB/DEPI 
10903 New Hampshire Ave 
Silver Spring, MD  20993 
george.aggrey@fda.hhs.gov 
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Vice President Clinical 
Affairs 
Edwards Lifesciences, LLC 
One Edwards Way 
Irvine, CA 92614 
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Project Manager 
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10903 New Hampshire Ave 
Silver Spring, MD  20993 
samie.allen@fda.hhs.gov 

Michael Andrews  
Director, Regulatory Affairs 
and Quality 
Aesculap Implant Systems, 
Inc 
3773 Corporate Parkway 
Center Valley, PA 18034 
  
Deborah Arthur  
VP Quality and Regulatory 
Cochlear Americas 
13059 E Peakview Avenue 
Centennial, CO 80111 
  
Paulette Bartosch  
Sr. Clinical Compliance Mgr 
St. Jude Medical 
177 County Rd B 
St. Paul, MN 55117 
  
Mike Beebie  
Director of Clinical Affairs 
Maquet Inc. 
1140 Route 22 East 
Bridgewater, NJ 8807 
  

Elise Berliner  
Agency for Healthcare 
Research and Quality 
540 Gaither Road 
Rockville, MD 20850 
elise.berliner@ahrq.hhs.gov 

Michele Bonhomme  
Epidemiologist 
FDA/CDRH/OSB/DEPI 
10903 New Hampshire Ave 
Silver Spring, MD  20993 
michele.bonhomme@fda.hhs.gov 

Mark Bray  
Global Project Manager 
Pugent Sound Blood Center 
921 Terry Avenue 
Seattle, WA 98104 

Thomas Brown  
Medical Director 
Boston Scientific Corporation 
9717 Pacific Heights Blvd 
San Diego, CA 92121 

Sean Bundy  
Regulatory Affairs Manager 
Cochlear Americas 
13059 E Peakview Ave 
Centennial, CO 80111 

Candice Burns  
Manager Regulatory Affairs 
Boston Scientific Corporation 
One Scimed Place 
Maple Grove, MN 55311 

Patrick Caines  
Director, Post Market 
Surveillance 
Boston Scientific 
2 Scimed Place 
Maple Grove, MN 55311 
  

Daniel Campion  
Research Director 
Outcome 
1133 19th Street, NW 
Suite 400 
Washington, DC 20036 

Daniel Canos  
Staff Fellow 
FDA/CDRH/OSB/DEPI 
10903 New Hampshire Ave 
Silver Spring, MD  20993 
daniel.canos@fda.hhs.gov 
  
David Chadwick  
Regulatory Scientifice 
Affairs Cook, Inc. 
750 Daniels Way 
Bloomington, IN 47402 

Jiping Chen  
Epidemiologist 
FDA/CDRH/OSB/DEPI 
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Silver Spring, MD  20993 
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Hong Cheng  
Staff Fellow 
FDA/CDRH/OSB/DEPI 
10903 New Hampshire Ave 
Silver Spring, MD  20993 
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Clinical Research Manager 
Exactech, Inc. 
2320 NW 66th Court 
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Associate Director 
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Silver Spring, MD  20993 
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ATTACHMENT G:  Speaker Bios  

Danica Marinac-Dabic, MD, PhD is a Director of the Division of Epidemiology at the Center 
for Devices and Radiological Health, Food and Drug Administration. She is a physician and 
epidemiologist with the background in obstetrics, gynecology and perinatal epidemiology.  Dr. 
Marinac-Dabic leads three postmarket programs at CDRH:  
(1) Post-Approval Studies Program, that encompasses the design, review, monitoring and 
oversight of the post-approval studies mandated as a condition of approval;  
(2) Postmarket Surveillance Studies Program, in charge of postmarket studies mandated under 
Section 522 of the Act; and (3) Epidemiologic Research Program, designed to build medical 
device regulatory research infrastructure and conduct independent epidemiologic research 
studies to ensure CDRH science-based regulatory decision making. Dr. Marinac-Dabic serves as 
the Chair of the CDRH Human Subject Research Review Committee, the Chair of the CDRH 
Epidemiologic Research Council and the Member of the FDA Research Quality Assurance 
Board. Dr. Marinac-Dabic earned her M.D., Master of Science Degree in Human Reproduction 
and Ph.D. in Epidemiology from the University of Belgrade Medical School, Belgrade, 
Yugoslavia. Dr. Marinac-Dabic is the author of several book chapters, manuscripts and 
presentations on various topics in the field of medical device epidemiology and surveillance. 

Dr. David Rutledge is currently Director, Worldwide Clinical Affairs with Abbott Vascular.  He 
brings 25 years experience as a clinical scientist possessing exceptional knowledge in protocol 
and eCRF development, scientific data analysis, integration of science with business needs, and 
developing international regulatory presentations and reports to agencies such as US FDA, 
China SFDA, Japan PMDA, EMEA, and CDSCO of India to name a few. He has extensive 
experience forming and directing teams that maintain strong relationships with local 
communities, corporations, professional associations, interdisciplinary medical and scientific 
professionals, and regulatory agencies. He has both management and professional experience 
on both pharmaceutical and device teams involving products within the cardiovascular, 
gastrointestinal, respiratory, and the AIDS therapeutic areas.  As a former Professor and 
Chairman in academia, he understands the role of the role of a PI as a sponsor-investigator in 
clinical trials. He was inducted as a Fellow of the American Heart Association in 1995.  His talk 
today will focus on industry’s perspective on patient retention. 

Todd Fonseca has over 15 years of experience in the medical device industry. He has held a 
variety of positions in regulatory affairs, product reliability, and clinical research.  He is 
currently a Clinical Research Senior Director in Medtronic's Neuromodulation Division. 

Christine Pierre has been committed to human subject protection and clinical site operations for 
more than 20 years. She founded and is president of RxTrials Inc. RxTrials is an elite network of 
investigative sites that conduct in-patient and out-patient clinical research in a variety of 
therapeutic areas. RxTrials provides site support services, which include education, operational 
and clinical expertise. Recognizing the need for education for the research team, she created 
RxTrials Institute a non profit organization (status pending approval) offering training and 
education through both public and customized courses and is the host of the Site Solutions 
Summit, bringing together sites and industry stakeholders to identify and establish best clinical 
research site business practices. Christine was Chair of the Board of Trustees of the Association 
of Clinical Research Professionals and served on the board of trustees for 8 years. She has been 
the Sub Investigator of a multi-center clinical trial and Investigator of various single-center 
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studies. Christine frequently lectures, moderates panels and conducts workshops at national and 
international conferences and is on the editorial board of Clinical Trials Advisor and eCliniqua 
and the board of advisors of Healogica and the steering committee of the Clinical Trials 
Transformation Initiative (CTTI). She co-authored the book Responsible Research: A 
Coordinators Guide and has been nominated as one of the top female business professionals in 
Maryland. 

Dr. Steven Pashko has been involved in clinical research since 1979. He received training as a 
Master’s level experimental psychologist, a doctoral level CNS pharmacology and undertook re-
specialization training in clinical psychology that lead to licensing as a psychologist. His work 
background has been in the evaluation of health care, having conducted extraordinarily diverse 
types of studies for drug, device and biotechnology companies. These have included 
epidemiological, medical claims, outcomes, pharmacoeconomic, registries and regulatory-
compliant phase II, III and IV clinical trials. Dr Pashko has run more than 60 pharmaceutical 
clinical trials, conducted more than 40 clinically-oriented health care research studies, published 
2 books, authored more than 30 published journal articles, written 25 major research reports and 
designed and implemented more than 10 full-scale health care programs. 

Mr. Paul Goebel is President of Paul W Goebel Consulting, Inc., an independent consulting 
firm located in Monrovia, Maryland. He was formerly:   
•	 Vice President of Chesapeake Research Review, an independent IRB in Columbia, 

Maryland;  
•	 Senior Education Coordinator for the Office for Human Research Protections (OHRP);  
•	 Associate Director for Human Subject Protection in the Office of the Commissioner, FDA 

(He coordinated FDA policy for protection of human subjects of research.);  
•	 Chair of FDA’s IRB; and 
•	 Editor of the 1998 update of the FDA Information Sheets for Institutional Review Boards and 

Clinical Investigators. 

Nancy Dianis is a registered nurse and education specialist with extensive experience in nursing 
management, operations, and clinical research. She is a Vice President and an Associate Director 
of Westat’s Clinical Trials Area, with responsibility for commercial contract and select 
government contracts. She directs a broad range of projects, including epidemiologic studies and 
clinical trials for the National Institutes of Health (NIH) and the Centers for Disease Control and 
Prevention. She recently directed a large, strategically important study of NIH’s clinical research 
networks, as part of the NIH Roadmap initiative. Before joining the Westat staff, Ms. Dianis was 
a director of nursing at Johns Hopkins Bayview Medical Center and the NIH Clinical Center. 
Ms. Dianis has been an adjunct instructor of nursing at the University of Maryland School of 
Nursing, the Johns Hopkins School of Nursing, the George Mason University School of Nursing, 
and the University of Rochester School of Nursing. She is a graduate of Illinois Wesleyan 
University and the University of Rochester. 

Dr.  Solomon Iyasu currently serves as Director, Division of Epidemiology, Office of 
Surveillance and Epidemiology, in the Center for Drug Evaluation and Research (CDER) of the 
US Food and Drug Administration. In this role, he directs the pharmaco-epidemiology program 
for drug safety. Dr. Iyasu joined the FDA’s Division of Pediatric Drug Development, CDER in 
2002 and served as a medical team leader and later as Acting Deputy Division Director until 
2005. In this role, Dr. Iyasu led the review of post-marketing pediatric adverse events for 50 
drugs and has coordinated and/or presented the safety reviews for public discussion during seven 
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Pediatric Advisory Committee meetings.  Prior to joining the FDA in 2002, Dr. Iyasu worked as 
a Medical Epidemiologist at the Centers for Disease Control and Prevention (CDC) in Atlanta 
for almost 13 years. From 1995 to 2002, Dr. Iyasu served as the CDC liaison to the Committee 
on Fetus and Newborn, American Academy of Pediatrics. Dr. Iyasu was educated both in the 
United States and overseas. He completed his medical training and internship at the University of 
Delhi, India (1982), received his Master of Public Health training from Johns Hopkins 
University (1985). At the CDC, he completed fellowship training in Applied Epidemiology with 
the Epidemic Intelligence Service (1989-1991) and a Residency in Preventive Medicine (1990-
1992) in Atlanta, Georgia. 

John Smith's practice focuses primarily on assisting medical device companies in successfully 
addressing U.S. Food and Drug Administration (FDA) regulatory issues. A former associate 
professor at Massachusetts General Hospital/Harvard Medical School, John has extensive 
regulatory experience both in representing his clients at Hogan & Hartson and as the founding 
Director of the Regulatory Affairs Program at the Center for Integration of Medicine and 
Innovative Technology (CIMIT), a nonprofit consortium of the Harvard Medical Institutions and 
the Massachusetts Institute of Technology dedicated to medical product development. He has 
also served as a consultant to the Radiological Devices Panel of the Medical Devices Advisory 
Committee at FDA’s Center for Devices and Radiological Health. In addition to his legal 
background, John has broad medical practice experience as a board certified, fellowship-trained 
musculoskeletal radiologist in both the academic and private practice settings, providing clinical 
care and taking part in clinical trials. John has written numerous articles on the regulatory issues 
surrounding new medical technology in both the medical and legal literature, and has been an 
invited speaker in a variety of industry, medical, academic, and government settings. John is 
active with a number of professional and nonprofit organizations, including the Radiological 
Society of North America, where he chairs the Committee on Resolutions and Bylaws and the 
American College of Radiology, where he is the former chair of the Safety Committee.  
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 ATTACHMENT H:  Breakout Session Questions  
  
Patient Recruitment 

1.	 What are the most important patient factors that pose a barrier to recruiting patients for 
post-approval studies? 

a.	 What are the patient factors that increase recruitment success? 
b.	 What are the patient factors that decrease recruitment success? 
c.	 Are there different patient factors in pre- and post approval studies? 

i.	 Do patients care about the science? How do patients perceive the pre-
approval study requirements compared with the post approval study 
requirements? 

ii. Does this/How does this impact patient recruitment? 
What are some strategies that have been successful in overcoming a long term 
commitment? 

d.	 Do these factors vary by the type of site (academic, community, etc.)? 
e.	 Is there variation based on geography? 
f.	 Are they influenced by socio-economic factors? 
g.	 Are there different patient demographic factors affecting recruitment? 

i.	 Age 
ii.	 Sex 

iii. Race/ ethnicity 

2.	 Does paying participants for time, travel, etc increase interest in participating? 
a.	 What should influence payment level? 
b.	 Is there a critical payment level? 
c.	 When considering all factors influencing patient participation, at what point are 

the cumulative benefits of participating in PAS coercion (at worst) or likely to 
introduce bias (at best)? 

i.	 Can this be determined up front, or how can it be detected after the fact? 
d.	 If payment isn’t a key factor, what is the best incentive for patients to participate? 

3.	 Do site compensation and the payment structure impact patient recruitment and/or patient 
retention? 

4.	 Some patients in the pre-approval study are also followed as part of the post-approval 
study. 

a.	 What are the challenges of using the same patients in the pre-approval study as in 
the post-approval study? 

b.	 What are the pros and cons of consenting patients for long-term follow-up in the 
IDE phase? 

Site Recruitment 
5.	 Many PAS need to look at the real-world experience of a device in the post-market 

period. This would require sites that did not participate in the pre-market trial.   
a.	 What are the pros and cons of recruiting investigators who did not participate in 

the original pre-approval study? 
i.	 Sponsor’s clinical/RA perspective, legal/contractual perspective 

ii.	 IRB and FDA perspective 
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iii. Site’s perspective 
b.	 How do you identify these sites? 
c.	 What has worked in identifying sites? 
d.	 What hasn’t worked? 
e.	 What are the barriers that sites state that prevent them from participating? 
f.	 What additional support is needed for new sites? 
g.	 What has worked well in getting these new sites up and running? 
h.	 Once a site has participated in a PAS, can this site meet the criteria for a ‘real-

world’ experience for a future PAS? 

6.	 Many post-approval studies are conducted at multiple sites. Institutions may consider use 
of a central IRB review process given that "institutions involved in multi-institutional 
studies may use joint review, reliance upon the review of another qualified IRB, or 
similar arrangements aimed at avoidance of duplication of effort" (21 CFR 56.114, 
Cooperative Research) 

a.	 What are the pros and cons of using a centralized IRB?   
b.	 Are the IRB responsibilities of pre-approval studies fully applicable to PAS? 
c.	 Are the IRB considerations different for PAS than pre-approval studies? 

Patient Retention 
7.	 What is the most important factor that motivates patients to stay in a clinical trial? 

8.	 What are some of the patient retention strategies that have been used and what are the 
pros and cons of these strategies? 

9.	 Do pre- and post- approval studies have different factors that impact retention? 
a.	 Logistics (transportation, time off work, relocation)? 
b.	 Patient outcome? 
c.	 Access to care? 
d.	 Access to specialist? 
e.	 Payment for follow-up care? 
f.	 Assurance of payment for treatment of AEs? 
g.	 Insurance payments? 

10. Do the retention factors vary depending on the method of follow-up? 
a.	 In-person, clinic visits 
b.	 Phone follow-up 
c.	 Mail or internet follow-up 
d.	 Remote monitoring 

11. “Non-captive” patients (those with quality of life conditions, e.g., back pain) may be 
significantly less likely to continue long term follow up compared with “captive” patients 
(those with life threatening conditions, e.g., cardiac conditions) because they may be 
more likely to drop out when they get better. 

a.	 Since the motivation to participate is different, should this be taken into 
consideration when arriving at the type/amount of incentive to participate in long 
term follow up? 
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b.	 At what amount does an incentive become ‘coercive’ for each of these groups? 
Does payment structure, e.g., back loading, potentially improve retention or is it 
coercive? 

Patient Compliance 
12. For device trials many times we talk about retention equaling “not lost to follow-up”.  

There are additional compliance issues that are also important.  
Treatment outcome can influence patient compliance/retention.   

a.	 Have you seen this phenomenon, what appears to drive this? 
1.	 Nature of the condition under study (e.g., life threatening vs. 

quality of life conditions). 
2.	 Litigation 
3.	 Relationship with Investigator/site staff 
4.	 Other 

b.	 What strategies have been used successfully to assure retention compliance?  
c.	 How do sponsors and FDA account for disproportionate follow-up so that it does 

not bias long term results/analyses? 

13. With proposals to significantly extend duration of follow-up for patients who participated 
in a pre-approval study (for the purposes of PAS), what obstacles and opportunities are 
there for the logistics of implementing such follow up? 

14. Many device trials are done only at large referral centers.   

a.	 Is there an issue following patients if the “site” is not close to the patient’s home 
or the patient relocates? 

1.	 Patient perspective 
2.	 Site perspective 
3.	 IRB and FDA perspectives 

b.	  Are the issues the same if the patient was originally enrolled at a smaller 
enrolling site or ‘community’ type medical practice? 

1.	 Patient perspective 
2.	 Site perspective 
3.	 IRB and FDA perspectives 

c.	 What are options that can increase follow-up in these studies? 
d.	 What are the pros and cons of these options? 
e.	 Where can flexibility be built into study design, compliance and retention 

expectations for PAS that could positively impact follow-up in these studies? 

Other Questions 
15. Do sites that are the top performers (recruitment, compliance, retention) for pre-approval 

trials, also do well in PAS?   
a.	 What are the best site-specific predictors for good  

i.	 recruitment in PAS? 
ii.	 compliance 

iii. retention 
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16. What are the most important site factors that are related to high retention rates in a 
clinical trial? 

a. Are there different patient factors in pre- and post approval studies? 
b. Does site experience make a difference? 
c. Are there differences in academic vs. community/office based sites? 

17. If a site is doing poorly in recruiting, what has helped to increase enrollment? 
a. What techniques have not been successful? 
b. Are these techniques similar or different for PAS vs. Pre-approval studies? 

18. What role does site staffing play in recruiting patients? 
a. Experience of staff? 
b. Training or education of staff? 
c. The number of trials each coordinator is recruiting for? 

19. What role does site staffing play in patient retention? 
a. Experience of staff? 
b. Training or education of staff? 
c. The number of trials each coordinator is responsible for? 

20. What are the pros and cons of having a general site staff (trained on the protocol) conduct 
follow-up vs. having a dedicated person who does only follow-up? 

21. Historically, when and how are retention expectations relayed to the sites and to patients?  
How have conditions of approval PAS affected this? 

a. What is working to maximize retention given changes in duration of follow-up 

22. To track patients that may have died, how often is the National Death Registry used? 
a. What are the logistical issues? 
b. Are there patient privacy concerns? 
c. Can patient give consent to search the NDR at the time of enrollment? 

23. Does the number of contacts, outside of in-person visits play a role in patient retention or 
recruitment? 

24. Do tools such as newsletter, “birthday card” or other contact with patients increase 
follow-up rates? 
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ATTACHMENT I:  Workshop Panel Questions  

1.	 A CDRH Epidemiologist is a member of almost every PMA review team focused on 
identifying issues that may be appropriately addressed in a PAS should the device be 
approved. If the review process determines that there are questions that must be 
addressed in a PAS, it has become a Center goal to reach agreement with the sponsor on 
the full study protocol (or at least an outline) by the time of approval.  This is to facilitate 
the immediate implementation of the study to avoid any surveillance “blind spots”.  We 
are not always successful in reaching agreement on the study protocol. 

What would you recommend that would help our study design negotiations with industry 
become more successful? 

2.	 CDRH knows that collaboration among stakeholders will produce higher quality post 
approval studies. In addition to working with industry on study excellence, we think 
involvement from CRO’s, professional societies, industry groups would add value. 

Please discuss ways that we might involve these stakeholders (as well as others you may 
think of) and what benefits or problems we might see as a result of this involvement 

3.	 A PAS often requires long-term follow-up of the pivotal trial cohort. 

Please discuss the most important factors and strategies to ensure a smooth transition 
from premarket study to PAS, including informed consent and tracking mortality 

4.	 A PAS often requires the enrollment of new patients.   

Please discuss the steps and strategies that must be in place to ensure successful 
enrollment of new patients 

5.	 Obtaining IRB approval is a required first step in the implementation of a PAS. 

Please discuss the obstacles that an IRB may confront in granting approval and the 
impact these obstacles have. What can CDRH, industry, and the IRB do to make this 
process more efficient and effective? 

6.	 A PAS is conducted in a “real world setting”.  Thus, a PAS will likely include a broader 
population of patients and providers than the premarket study. 

Please discuss the impact of including these broader populations on the implementation 
of PAS 

7.	 A PAS will likely provide a wide range of data on long term device performance 
outcomes such as the effects of re-treatment and product change, sub-group outcomes, 
effectiveness of training, less common safety endpoints.  A PAS may add some burden 
but it will offer some future benefit. 
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Please discuss the potential benefits of a PAS for new IDE studies for future generations 
of the device 

8. The recommendation for a PAS often comes from the Advisory Panel.   

Please discuss the impact on PAS that panel members can have and the implications of 
the unique role 
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